TOBACCO INDUSTRY RESEARCH COMMITTEE 
150' EAST FORTY SECOND STREET NEW YORK 17, N, Y. 

BMflr (Refer to #7^ activated 

Application For Research Grant J .955 ^ xmew ^ 

June 1, I956) 


DateiAprU 22 , 1957 

1. Nfame of investigator,: Cecilie Leuchtenber^prr, Ph.D. 


2. Title: 


Associate Professor of Cytology and Biology 


3. Institution 

& Address: 


Institute of Pathology 
Western Reserve University 
2035 Adalbert Hoad 
Cleveland 6, Ohio 


4. Project or Subject: A correlated histological, cytological and cytochemical 

study of the tracheo-bronchial tree from slice expos e d to 
cigarette make* 



5 . Detailed Plan of Procedure (Use reverse side ifi additional space is needed)t 


A* Specific Alas 

The purpose of this project is the continuation and extension of the 
histological, cytological and cytochemical studies of the tracheo-brcmchial tree' 
frcta alee exposed to cigarette smoke* Previous studies in air l abo ratory 
on the sane problem have revealed distinct histological, cytological and cytcchemical 
changes in the tracheo-br onchi a l tree from mice exposed to cigarette snake * The 
«jq?eriaental conditions and the results obtained so fhr have been described in 
progress reports sent to the Tobacco Iddustry Research Committee (see especially 
the Progress Report of June 1956 to Jfereh 1957)» Furthermore, a paper entitled! 
"Quantitative Determination of Bucleoproteins by Microspectiophotcmetry and of 
Dry Maas by Interference Microscopy in Bronchial and Lung Cells froa Mice Exposed 
to Cigarette Snake” has been presented by Dr. Cecilie Leuchtenberger, Dr* 
Leuchtenberger and Mr* Paul F« Doolln at the American Association for Cancer Research 
in Chicago an April 12, 1957. 


investigation i 


There are several main problems vhich sarrsnt further thorough 


(l) A follow-up of the early cytocheaical ^ ", 

changes, especially of the atypical hyperplasia, the squamous ceil metaplasia r 
and "carcinoma in situ". It seems of importance to find out whether these 
alterations of the epithelium are reversable, stationary or may lead to invasive ; 

■ , \l>- ' • ■ ■: ;■ 

_ Source:,httpsi/A/vvMV.indUStrydCCUmeRtsu 
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JIo. 5 • Continued 


caacer. Consequently, nice will be exposed far varying periods to cigarette • • t - 

soaks end the sequential changes in the tiacheo-bronohial tree will be studied 
during the whole life spaa of the nice * Such experiments nay also yield •< »**'•>.•?»*— V^ 

tioa of a oore general nature aa to the significance of "carcincoa in situ* - ’ i,’ 

for the evolution of cancer. ‘v.. : 

' ' ' • ' " 1 (;* i: 

(2) Since infl a aa a t ory processes such as bronchitis and peri- •. ^ 4 

bro n c h itis vers observed very frequently in the nice exposed to cigarette saohe, 1 * 'V- 

the question arises whether the atypical epithelial changes nay not Just bo an : v ;v4^ 
expression of these bronchitic alterations# In order to obtain an answer to trMft 
question, it would be desirable to induce bronchitis and peribronchitis in alee : • v ;, 
by aeons other than cigarette eaaoha. 

(3) In order to test the theory proposed by sene scientists that -‘ i 

cigarette saefco acts as a carcinogen, it would be of significance to expose - ' 

alee to a known carcinogen, such as benzpyreae, and then study the sequential 
histological, cytological and cytoc heraic al changes exactly as it is done after 4 f . 
closure to cigarette sooke. . : •* f 

^ } J?. B* Katsrial and fSathods 

She material and methods will be essentially the aaa» as in the - ’ 

previous studies. However, in order to permit a larger scope of the studies, 
greater nuaber of nice will be utilized and a second soaking aachine vin be 
built and used, following a suggestion of Dr. Paul Kotin of the University of 
Southern California, the second soaking aachine will be modified in such a way 
that the Bice can be exposed to internittant cigarette smoke, for the cyto— 
chemical analysis Mcrospectrophotoraetry and interference aicroscopy will be 
utilized and it la also hoped that correlating with these aethods some electron- 
microscopic studies can be done. 





j-i ►.-spe.^rrv 




6 . Budget Plan 


#1 Specially designed s a cking 

• machine. 

#2 Travel (attendance at scientific 

* 7. A„«cipo.mvimfS^ to ^ , > 


Salaries 

Expendable Supplies 
Permanent Equipment 

(15*)* 

*2 


Overhead 
Other 


Total 


^? i 3T . go 

— 1000*00 
2990.62 
- 500*00 


Three to five years. 


8 . Facilities and Staff: Available: 

The facilities •which are available for these studies Is an established 
laboratory of cytochemistry (Head, Dr. C. Leuchteaberger) and suitable ani m a l 
quarters in the Institute of Pathology, Western Heaerve University. The cytocheaical 
laboratories are well-equipped for all tissue work, as well as for the analysis of 
intrace llular substances. Some of tbs major items of pe rm a nent equipment are* (l) 

Four aierospectrophotometric apparatuses! (2) X one ultraviolet nicroopectrophotooeter; 
( 3 ) six research microscopes! (4) two phase microscopes! ( 5 ) two photctaicrograph!c 
seWaaitiCft)! FSH&rM???® 0 spectrophotometer; ( 7 ) one freeze-drying apparatus for the 
^ fixation and embedding of tissues! (coat'd next page) 


see next page 


10 . Additional Information (Including relation of work to otHer projects and'other sources of supply): 


Signature_ 

Direct 


Leuchtenbcrger, rh.D. 
Associate Professor of Cytology 
and Biology 


Business c/fTi^er C cn gtroUor 


Source: https://www.industrydocuments.ucsf.edu/docs/xhvmOOOO 
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Coat'd. No. 8 




(8) two interference microscopes; and (9) tobacco research laboratory 
las Idling newly designed Booking machine. However, the an 1 ml quarters 
will have to be extended to provide sufficient facilities for expanding 
the number of experiments now d ee med necessary to pursue these types of 
investigations. Furthermore, ve have one especially designed smoking 
machine, but again, to expend the investigations, at least me more machine 
is needed. There is also a team of workers (professional and technical) 
comprising cytochemist, pathologists and research assistants. 

Ho. $ • Additional acquirements 


Personnel 


( 


2 . 


Experienced cytologiot at Ph.D. level 

$6000 

/ 2 ^ Soc. 

Sec. • <3094.50 

( 2 ) Research technicians trained in 
histological procedures and animal 
experimentation 

$7200 

^11 « 

" » 7362.00 

: ' " t ‘ , ’ 5 " , V “ ■ 

Part time secretary and research 
librarian 

$1200 


" * 1227.00 

Animal caretaker and glassware washer 

$2400 

jt " * " 

* a 2454.00 


$ 16800 


$ 17137.50 


Expendable supplies 

1. Animals and animal food (approximate estimation) 

2 . Cigarettes and other laboratory supplies (chemicals. 


glassware, dyes, enzymes, etc 


3 


$ 300*00 
800.00 


$ 1300.00 
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